Compound
Covalent docking score (kcal/mol) abyssomicin C -4. [8, 9] .
2,2',3,3',11,11',12,12'-Octamethyl-5-vinyl-4,10-dioxa-3,11-disilatridecane (9):
To a solution of 8 (15.2 g, 62.1 mmol) in DMF (63 mL), TBDMSCl (18.7 g, 124.3 mmol, 2.0 equiv) and imidazole (16.9 g, 248.6 mmol, 4.0 equiv) were added. The reaction mixture was stirred at room temperature for 2 h. Then, water (500 mL) and Et2O (300 mL) were added and the layers were separated. The aqueous layer was extracted with Et2O (2 × 200 mL), and the combined organic layers were washed with brine (1 × 200 mL), dried over Na2SO4, filtered and concentrated in vacuo. Purification by flash column chromatography (hexane:MTBE 98:2) afforded 9 as a colorless oil (21.1 g, 58.8 mmol, 95%). 1 [8, 9] .
5-((tert-Butyldimethylsilyl)oxy)hept-6-en-1-ol (10):
To a solution of 9 (5.7 g, 15.9 mmol) in THF (615 mL) in a polypropylene container, a solution of HF·pyridine [prepared using a commercially available solution of HF·pyridine (Sigma-Aldrich: pyridine ≈30%, HF ≈70%, 8.0 mL), which was dissolved in THF (68 mL) in a polypropylene container and diluted by adding pyridine (21.6 mL) portion wise (exothermic!)] was added at room temperature, and the reaction mixture was stirred at room temperature for 45 h. Then, the reaction was quenched by slow addition of a saturated aqueous solution of NaHCO3 (400 mL) (exothermic!). The mixture was extracted with EtOAc (3 × 300 mL), and the combined organic layers were washed with brine (1 × 300 mL), dried over Na2SO4, filtered and concentrated in vacuo. Purification by flash column chromatography (hexane:Et2O 7:3), afforded 10 as a colorless oil (2.93 g, 12.0 mmol, 75%). 1 H-NMR (400 MHz, CDCl3) δ 5.79 (ddd, J = 17.2, 10.4, 6.1 Hz, 1H), 5.13 (ddd, J = 17.2, 1.9, 1.3 Hz, 1H), 5.02 (ddd, J = 10.4, 1.9, 1.2 Hz, 1H), 4.12-4.07 (m, 1H), 3.64 (t, J = 6.5 Hz, 2H), 1.61-1.32 (m, 7H, overlaps with H2O signal), 0.89 (s, 9H), 0.05 (s, 3H), 0.03 (s, 3H). 13 C-NMR (101 MHz, CDCl3) δ 141.8, 113.8, 73.9, 63.1, 37.9, 32.9, 26.0, 21.4, 18.4, -4.2, -4.7. The spectroscopic data are in agreement with those reported in the literature [8, 9] .
5-((tert-Butyldimethylsilyl)oxy)hept-6-enal (3):
To a solution of (COCl)2 (0.42 mL, 4.91 mmol, 1.2 equiv) in anhydrous CH2Cl2 (9 mL) at -78 °C under a nitrogen atmosphere, a solution of anhydrous DMSO (0.70 mL, 9.82 mmol, 2.4 equiv) in anhydrous CH2Cl2 (4 mL) was added over 10 min using a syringe pump. The reaction mixture was stirred at -78 °C for 15 min. A solution of 10 (1.0 g, 4.09 mmol, 1.0 equiv) in anhydrous CH2Cl2 (4 mL) was added over 10 min using a syringe pump, and the reaction mixture was stirred at -78 °C for 1 h. Then, Et3N (2.85 mL, 20.5 mmol, 5.0 equiv) was added dropwise and the reaction mixture was stirred at -78 °C for 30 min, and then allowed to warm up to room temperature. Water (20 mL) and CH2Cl2 (10 mL) were added and the layers were separated. The aqueous layer was extracted with CH2Cl2 (3 × 10 mL), and the combined organic layers were washed with brine (1 × 15 mL), dried over Na2SO4, filtered and concentrated 
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Allyldioxazaborolidine (11):
Compound 11 was synthesized as previously described, 10 with some minor modifications: CH2Cl2 was used for extraction during the work-up, and the compound was purified by trituration of the crude (white sticky solid) with Et2O. The spectroscopic data are consistent with those previously reported [10] .
Methyl 2-hydroxy-2-methylpent-4-enoate (14):
To a solution of 11 (6.78 g, 43.7 mmol, 1.1 equiv) in CH2Cl2 (87 mL) at room temperature, methyl pyruvate (3.6 mL, 39.8 mmol, 1.0 equiv) was added dropwise. Then, TFA (3.4 mL, 43.7 mmol, 1.1 equiv) was added dropwise and the reaction mixture was stirred at room temperature for 24 h. Then, the reaction mixture was diluted with CH2Cl2 (50 mL) and water (150 mL) and the layers were separated. The aqueous layer was extracted with CH2Cl2 (2 × 50 mL), the combined organic layers were washed with a saturated aqueous solution of NaHCO3 (2 × 100 mL), brine (1 × 150 mL), dried over Na2SO4, filtered and concentrated in vacuo. 14 was obtained as a colorless oil (4.80 g, 33.3 mmol, 84%) and used without further purification. 
Methyl 2-(2-bromoacetoxy)-2-methylpent-4-enoate (16):
To a solution of 14 (4.50 g, 31.2 mmol) in toluene (35 mL), bromoacetyl bromide (4.08 mL, 46.8 mmol, 1.5 equiv) was added. The reaction mixture was stirred at reflux (130 °C, pre-heated oil bath) for 20 h. Then, the reaction was allowed to cool down, MeOH (30 mL) was added and the mixture was stirred for 5 min at room temperature. Then, the solvent was evaporated in vacuo. Purification by flash column chromatography (hexane:Et2O 97:3), afforded 16 as a pale yellow oil (5.62 g, 21.2 mmol, 68% 
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5-Allyl-4-methoxy-5-methylfuran-2(5H)-one (4):
To a solution of 16 (5.40 g, 20.4 mmol) in THF (82 mL), PPh3 (8.01 g, 30.6 mmol, 1.5 equiv) and DIPEA (4.3 mL, 24.4 mmol, 1.2 equiv) were added sequentially. The reaction mixture was stirred at 70 °C (pre-heated oil bath) for 16 h. Then, the reaction was cooled down to 0 °C, filtered over celite to remove the precipitate, and the solvent was evaporated in vacuo. Purification by flash column chromatography (hexane:EtOAc 4:1) afforded 4 as a pale yellow oil (2.58 g, 15.3 mmol, 75%). 1 
Methyl 2-oxo-4-phenylbutanoate (13):
To a solution of dimethyl oxalate (1.71 g,14.5 mmol, 1.1 equiv) in anhydrous THF (29 mL) at -78 °C under a nitrogen atmosphere, freshly prepared phenethylmagnesium bromide (titrated, 0.6 M in Et2O, 22 mL, 13.2 mmol, 1.0 equiv) was added dropwise over 1 h using a syringe pump. The reaction mixture was stirred at -78 °C for 1 h, and then allowed to warm up to room temperature. The reaction was quenched with aqueous HCl (3 M, 30 mL) and water (30 mL). Et2O (70 mL) was added and the layers were separated. The aqueous layer was extracted with Et2O (4 × 30 mL), and the combined organic layers were washed with brine (1 × 100 mL), dried over Na2SO4, filtered and concentrated in vacuo. Purification by flash column chromatography (hexane:Et2O 85:15) afforded 13 as a pale yellow oil (2.34 g, 12.2 mmol, 92%). 
Methyl 2-hydroxy-2-phenethylpent-4-enoate (15):
To a solution of 11 (2.03 g, 13.1 mmol, 1.1 equiv) in CH2Cl2 (30 mL) at room temperature, 13 (2.29 g, 11.9 mmol, 1.0 equiv) was added dropwise. Then, TFA (1.0 mL, 13.1 mmol, 1.1 equiv) was added dropwise and the reaction mixture was stirred at room temperature for 24 h. Then, the reaction mixture was diluted with CH2Cl2 (80 mL) and water (50 mL) and the layers were separated. The aqueous layer was extracted with CH2Cl2 (3 × 30 mL), the combined organic layers were washed with a saturated aqueous solution of NaHCO3 (1 × 80 mL), brine (1 × 80 mL), dried over Na2SO4, filtered and concentrated in vacuo. 15 was obtained as a colorless oil (2.58 g, 11.0 mmol, 92%) and used without further purification. 1 
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Methyl 2-(2-bromoacetoxy)-2-phenethylpent-4-enoate (17):
To a solution of 15 (2.58 g, 11.0 mmol) in toluene (20 mL), bromoacetyl bromide (3.2 mL, 26.4 mmol, 2.4 equiv) was added in two portions (the second one after 16 h of reaction time). The reaction mixture was stirred at reflux (130 °C, pre-heated oil bath) for 24 h. Then, the reaction was allowed to cool down, MeOH (10 mL) was added and the mixture was stirred for 5 min at room temperature. Then, the solvent was evaporated in vacuo. Purification by flash column chromatography (hexane:Et2O from 97:3 to 95:5), afforded 17 as a pale yellow oil (2.81 g, 7.92 mmol, 72%). 1 
5-Allyl-4-methoxy-5-phenethylfuran-2(5H)-one (5):
To a solution of 17 (2.54 g, 7.15 mmol) in THF (30 mL), PPh3 (2.81 g, 10.7 mmol, 1.5 equiv) and DIPEA (1.5 mL, 8.58 mmol, 1.2 equiv) were added. The reaction mixture was stirred at 70 °C (pre-heated oil bath) for 16 h. Then, the reaction was cooled down to 0 °C and filtered over celite to remove the precipitate, and the solvent was evaporated in vacuo. Purification by flash column chromatography (hexane:EtOAc 4:1) afforded 5 as a white thick oil (1.43 g, 5.51 mmol, 77%). 
5-Allyl-3-(5-((tert-butyldimethylsilyl)oxy)-1-hydroxyhept-6-en-1-yl)-4-methoxy-5-methylfuran-2(5H)-one (18):
To a solution of iPr2NH (filtered over a short column of basic Al2O3 just before the reaction, 0.70 mL, 5.01 mmol, 1.5 equiv) in anhydrous THF (8 mL) at -78 °C under a nitrogen atmosphere, n-BuLi (2.5 M in hexanes, 2.0 mL, 5.01 mmol, 1.5 equiv) was added. The reaction mixture was stirred at -78 °C for 30 min. A solution of 4 (561 mg, 3.34 mmol, 1.0 equiv) in anhydrous THF (1 mL) was added and the reaction mixture was stirred at -78 °C for 30 min. Then, a solution of 3 (890 mg, 3.67 mmol, 1.1 equiv) in anhydrous THF (3 mL) was added and the reaction mixture was stirred at -78 °C for 1.5 h, and then it was allowed to warm up to room temperature. The reaction was quenched with water (20 mL) and extracted with EtOAc (3 × 10 mL). The combined organic layers were dried over Na2SO4, filtered and concentrated in vacuo. Purification by flash column chromatography (hexane:EtOAc 85:15) afforded 18 as a yellow oil (1.06 g, 2.59 mmol, 78%). (1E,7E)-6-((tert-Butyldimethylsilyl)oxy)-2-hydroxy-13-methoxy-10-methyl-11-oxabicyclo[8.2.1]trideca-1(13),7-dien-12- To a solution of 20 (143 mg, 0.374 mmol) in THF (3.7 mL), TBAF (1 M in THF, 3.7 mL, 3.7 mmol, 10.0 equiv) was added. The reaction mixture was stirred at room temperature for 16 h. Then, an aqueous solution of HCl (0.1 M, 4 mL) was added, followed by addition of water (10 mL) and CH2Cl2 (20 mL). The reaction mixture was extracted with CH2Cl2 (4 × 5 mL), the combined organic layers were dried over Na2SO4, filtered and concentrated in vacuo. Purification by flash column chromatography (CH2Cl2:MeOH 97:3) afforded 22 as a colorless sticky solid (73 mg, 0.272 mmol, 73%). To a solution of 20 (23.0 mg, 0.086 mmol) in CH2Cl2 (0.4 mL), Dess-Martin periodinane (90.8 mg, 0.214 mmol, 2.5 equiv) was added. The resulting suspension was stirred at room temperature for 2 h. The reaction was quenched with an aqueous solution of Na2S2O3·5H2O (372 mg in 4 mL water), and the mixture was stirred for 10 min (until the suspension becomes a transparent solution). CH2Cl2 (5 mL) and water (5 mL) were added, and the layers were separated. The aqueous layer was extracted with CH2Cl2 (3 × 5 mL), and the combined organic layers were washed with a saturated aqueous solution of NaHCO3 (1 × 10 mL), brine (1 × 10 mL), dried over Na2SO4, filtered and concentrated in vacuo. Purification by flash column chromatography (hexane:EtOAc 7:3) afforded 1 as a white sticky solid (5.5 mg, 0.0208 mmol, 24% 
5-Allyl-3-(5-((tert-Butyldimethylsilyl)oxy)-1-hydroxyhept-6-en-1-yl)-4-methoxy-5-phenethylfuran-2(5H)-one (19):
To a solution of iPr2NH (filtered over a short column of basic Al2O3 just before the reaction, 0.50 mL, 3.53 mmol, 1.5 equiv) in anhydrous THF (5 mL) at -78 °C under a nitrogen atmosphere, n-BuLi (2.5 M in hexanes, 1.4 mL, 3.53 mmol, 1.5 equiv) was added. The reaction mixture was stirred at -78 °C for 30 min. A solution of 5 (606 mg, 2.35 mmol, 1.0 equiv) in anhydrous THF (1 mL) was added and the reaction mixture was stirred at -78 °C for 30 min. Then, a solution of 3 (625 mg, 2.58 mmol, 1.1 equiv) in anhydrous THF (2 mL) was added and the reaction mixture was stirred at -78 °C for 1.5 h, and then it was allowed to warm up to room temperature. The reaction was quenched with water (15 mL) and extracted with EtOAc (3 × 10 mL). The combined organic layers were dried over Na2SO4, filtered and concentrated in vacuo. Purification by flash column chromatography (hexane:EtOAc 85:15) afforded 19 as a pale yellow oil (697 mg, 1.39 mmol, 59%). 
